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In line 4, replace " aid" with -an-; add --or isolated- after "Id lated"; and, add 
- r both- aft r "immunophilin". 



REMARKS 

Claims 1, and 4-8 are pending. All claims stand rejected. Applicant 
requests reconsideration of all rejections In the light of the aimendments above 
and arguments below. 

Specification 

The examiner objects to the use of the superscript " after the names 
SANDIMMUNE and CYCLOTRAC, and wishes the R to be encircled. These two 
superscripts have been removed altogether in order to place all marks and trade 
names in conformity with MPEP 608.01(v) which permits the use of all capitals or 
superscript Rs to denote marks and tradenames, and with the remainder of the 
specification that follows this practice. (See also examlner^uggested paragraph ' 
6.20 in the MPEP). 

Claim Re|ections-35 USC 112 

Claims 1, 4-8 have been rejected under 35 USC 112, second paragraph. 

The examiner appears to be unclear as to the meaning of the term Kd in 
claim 4. This term has been an art-reeognlzed expression for a binding constant 
for many decades and is common icnowfedge. The federal courts are in 
agreement that that which is well known in the art need not be described In a 
patent application. Nevertheless, to assist the examiner, the expression "binding 
constant" has been added to claim 4 as a modlfler.of the term Kd. This rejection 
of claim 4 should be withdrawn. 

The examiner rejects claim 7 based on an argument thdt this claim recites 
a recombinant 8.4 IcOa immunophllin, whereas the reference is said to be to the 
isolated 8.4 kDa immunophilln of claim 1. Applicant thanks the examiner for 
picking up on this possible ambiguity. Claim 7 has now been amended to clarify 
that the recombinant protein is related to the isolated protein Insofar as the listed 
characteristics are concerned. This rejection should be withdrawn. 

Claim 8 has been amended so as to remove the offending "said", and to 
recite that the kit can contain either the isolated or recombinant 8.4 kDa 
immunophilin, or both. This rejection should be withdrawn. 

Claims 1 and 8 have been rejected on an assertion that the claims do not 
provide th me ts and bounds of pharmacologically active metab lites r 
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derlvativ s. FK-506 and rapamycin are xtremely complex molecules of th class 
of macrocycllc lacton s. Rapamycin has an empirical formula of C.-H^N-O-, of 
molwt 914^. The empirical formula of FK^506 Is C4^He9N,0„ of molwt 822. The 
chemical name and actual structure of FK-S06 and of rapamycine are shown in 
attached Exhibits 1 and 2, respectively. It is unreasonable to expect the applicant 
to know every possible derivative or metabolite of such a complex molecule that 
would be pharmacologically active, so as to be able to recite In the claim every 
conceivable modification of the chemical structure that is biologically active. As 
will be discussed in detail in the Written Description below, the present 
specification is replete with many references to specific metabolites and 
derivatives of the present macrocycllc lactones, inclusing those that are 
biologically active. This should be more than sufficient to show that applicant has 
described the invention in such terns as to malce it clear to the public that he has 
the invention, it would be appropriate to withdraw these rejections. 

Written Description 

Claims 1, 4-8 are rejected under 35 USC 1 12» first paragraph, on an 
assertion that applicant has not provided sufficient examples of 
pharmacologically active derivatives and metabolites of FK-^oe and rapamycin to 
support the generic recitation in these claims. The examiner concedes that the 
MPEP does not define what constitutes "sufficient examples", but then refers to 
In re C0ftt9»t, 872 F.2d at 1012, 10 U3PQ2d at 1618 as suggei^tlng that a sufficient 
number of examples to establish a genus should be greater than 2. 

Applicant interjects here the notation that the examiner consistently 
appears to refer to the present immunosuppressive agents as "peptides" (see p. 
5, second and third paragraphs, and p. 6 first paragraph of the Office Action), and 
his thinking appears to revolve about derivatives of "peptides". There is also 
reason to suspect from the examiner's writings on pp 5 and 6 of the Office Action 
that he may also be under the impression that applicant is claiming derivatives of 
the immunophilin protein. By the time he reaches this point in applicant's 
argument, one hopes that the examiner will understand that FK-506 and 
rapamycin are completely unrelated to peptides, and that applicant's references 
to metabolites and derivatives are In connection with the drugs, and not the 8.4 
kDa immunophilin. 

Returning to applicant's argument, the examiner's attention is directed to 
specification pages 2 and 12. On p. 2, lines 7-18 and lines 22-24 , ther« are 
described sixteen (16) known metabolites of rapamycin; of these, seven (7) are 
specifically identified as being bioiogicaily/pharmacologlcaify active. 

On p. 2, lines 21-23, immunosuppressant derivatives of rapamycin are 
identified. 
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On p. 12, lines 10-14, a phamtac logically active metabolite of FK-506 and 
five (5) pharmacologically active d rivatives of rapamycin are identified. 

Applicant submits that he has far exceeded the standards of In re CaBtelli. 
cited by the examiner, as to the number of examples sufficient to establish a 
genus. Applicant thus has demonstrated with examples that "pharmacologically 
active" is a generic property that can itself define the metabolites and derivatives 
of the drugs that can specifically bind to the claimed 8.4 ItDa immunophiiins for 
assay purposes. 

It would be appropriate for the examiner to withdraw all of these rejections. 

Double Patenting 

Claims 1, 4-8 are rejected under the doctrine of obviousness-type double 
patenting over claims 1-10 of applicant's own US Patent 6,410,340, issued 
06/25/2002, maturing from USSN 09/643.723. 

The examiner is respectfully reminded of the strictureift of 35 USC §121. 
The third sentence of 35 USC §121 prohibits the examiner's use of a patent 
issuing on an application with respect to which a requirement for restriction has 
been made, or on an application filed as a result of such a requirement, as a 
reference against any divisional application, if the divisional application is filed 
before the issuance of the patent. The 35 USC §121 prohibition applies only 
where the Office has made a requirement for restriction. 

The examiner is informed that, in the US patent cited by the examiner for 
these rejections, a restriction requirement was made by the Office during the 
prosecution phase. Applicant elected the method of use claims {which became 
USPN 6,410,340), and canceled the composition claims. These composition 
claims became the subject of the present dh^lslonal application which was filed 
02/13/2002, prior to the 06tt5/2002 issuance date of the method patent. The 
examiner's attention is drawn to the first sentence of the present specification 
where the etiology of the present divisional application is recited. It should also 
be noted that both the present invention and the issued claims are under 
common ownership, namely, the Children's National Medical Center, Washington, 



For these reasons, examiner's rejections based on obviousness-type 
double patenting are inappropriate, and should be withdrawn. 

With regard to Idt claim 8, it has been amended to recite the recombinant 
8.4 IcDa immunophilin, which distinguishes this claim over claim 9 in the patent 
patent. 
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ConclualQn^ 

Applicant submits tiiat he has overcome all claim rejections and 
objections, and that it would be appropriate to pass these claims to Issuance. 



Date 



Law Offices of Dr. lUieivin Blecher 
4329 Van Ness St., NW 
Washington, DC 20016-5625 
T 202 363 3338 
F 202 362 8404 



Respectfully submitted. 




Blecher 
Attorney for Applicant 
Reg. No. 33,649 
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PROGRAF^ 

tMrofimua ini^Uon ((or Intnwino^fs (nfusion pnjy) 



WARNING 

}ncroa«ed xuawptMlty bi iaENtioti and tho possible dn* 
velopmnnt oF lyinphomrt may result frntn iniiminosup* 
prcMion, Only physlcinna expertencnd in immunoftup« 
prcttiTO therapy And ninnageinent nf organ tra»»*p1ont 
pnticnts shotild prescribe Progfrnf. Pati'enta 
the dmj rthnnid be managed in facnities equipped and 
stDflbd with adequate labnmtory and .Supportive medl^ 
col TC!«nircefl. The physician pesponsibie for mnintc- 
nnnco thernpy «hnu1d have complrte laformadon r«qul* 
aite (br the Aillnw.up of the pntient 



DRSCRIFTION 

Propraf Is ovailabTo for oral ndminietrai ion tut cnpeoiles Unc 
ToMmus copnules) oontaininif the cquivelMt nf 1 mg or 5 
ofanhydroun tRcrollmua. Inactive lng»dinnts ineludc Im:- 
toss, hydnjxypropyl mcthylcellulose. trnHwrmellose *o. 
diuw. rtnd mnpnesium Jttfinrrte. The 1 cnpsule shell «m. 
tains srlntin nnd titanium dioxide, and the 5 mg cttpamlg 
shell cnntnins gelatin, titoniuin diMicTc nnd ferrle oxtrio. 
Prqcrnf is also avalbibla as a stetiln volntion (tactohmve jj^ 
jRctira) containing the equtvalnnt of 6 mg aulkydrous tac- 
rolimus in 1 mL (hr admiaiRtrnlion hy IntrntisnauB infusiun 
nniy. Each mL cmttnins polyoxyl (SO hydrogenntod castor oil 
rwcO-G0>. 200 m|r, and dchjfdrnted alcohol, tJSP, 80,0* v/v. 
Frograf injrction must be diluted with 0.9% Sodium Chh- 
ridtj Injection or Dratrose Iigectfon before ujic, 
TncroUmua. previously knou-n FJ«OS. U thnnctix-e Ingn;. 
dient In Proflrnf 'RicroKttaj! is a matrdide irnTnunoatippres- 
sant pr9di)ced by Strgptomycet timhubiitnets. Chemically, 
laicroiimus ill dosijoiBted aa l3.?-(a7?*tS|lS*.a5*4S*)l 

4. y\GR».8S-g^,lZ«M4R*l5SM6J?MaJf*.19S*,26a/i*!|l 

5. G.8.U.l2,33,l4.l5.16.l7.I8,19,a4.23/JiJ.2Ca.haxadnciihv. 
dro-ji.l9«d{hydroxy-3-f2*(4-hydroxy^3-methoxytyclnhcxyl)- 
l-mekhyl«hcny!|-14.lB-dimethojiy4,I():l2,lS-lairs.methyl- 
B-<2.propenyli-i5,i9.opoxy-3H.pyrldoia.l-eiri,4l oxaasaey* 
clotrfcnalne-l.7,20,2j{4H.23HMotrone.ltio<icdiydnite. 

The ehemicftl Rtraccure ortaemKmtu isi 




TflCTiiUmufl HoH nn empirical tprmula oJ C4jl«5NO„ Hj(> 
and a formulii wright of 822.05, Tacrolimus appeari^ jm 
white crystals or cryntpiune powdnr. U is 'procticBllv Insolu- 
ble in wfltor, freely anlvble in ethnnol, and vrry eoluble In 
metllunn] nnd ehloroform. 
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'l>iErohTOU» inhibits T-lymphocyis actp 
nxnct mechnnism of action is not k»»ir 
denfe suggests that tncmiimoa bind* 
protein. FKQP-IS. a eemplex of lacM 
Cium. coJmodufin, and nalciaeunn in % 
pboaphntnne aetlvttv nf cnlctneiijia ir 
nisy ptevont the dephflspKarylatloc aid 
niear fattor nf actlvau-d T^na <NP'A1 
nqnt thoiixht to initiate httdo trQSscripy 
of lyxiiphokinrs tsuch iix intorleuki^-^ 
The net result, is the inhibition of T-ly. 
^i.e., ImmunQsuppreS!iiim). 
Pharmaeokln0tfe9 

Tftcrnlinius acUnly \t> primarily dw to t 
phnrmQcokznrh'c parametfirx f means ♦ 
hfiVB been determined followine inliav 
fPO) administration in healthy voluulo 
and ki^iney T;ran.^ptnst pcitieuis. (Sceti 
[See table at bottom of next pttf^) 
Due to lnter«ubjsct variability in teen 
nedcfti ihdividualiiatiem crdosing resin 
optimal therapy. (2rr Q05AGE AN". 
TION). Pharnkacokinctic data indicni 
concrntrstiona rothcr than pla.^mn 00m 
the more approprinte sampling eenps 
tAcTTiHTTiUB phofmnenkuieliefi. 
AbsoTEtlpn " 

Absorption uf Microlimua Cram the pstv 
teroral ndministrstion w incornplete an 
solute bionvailAblllLy of tacralimui mu 
kidiioy tTRnflpioiil pnticnts (N = 26), 82 
trpnsplant prttiont? (N = 17 ^ and IB t 
unteers iS « 10). 

. A single dnne 9tudy conducted is 32 Iml 
tabllsbed the bloequivalcnco ofthslivi 
lYicrolinitis maxlmun) bload caneettdetii 
undst thn rurve (AUC) niipeared to iutn 
portioanl fnshlon in 18 fiiAtod heallhyidt 
Sitlgle an} dose or 3, 7 nnd 10 mg. 
In IB kidney tranjplant pntientB. tocniBQ 
tratiors from ^ Ui 30 nc^mL menxuTcdal 
dose (C^„> correklrd well with thftADCl 
cient 0.93). In 24 llvor trin#plflntp&tteili 
Uon range of 10 to 00 ngftiiiL thn cBmlMl 
0.94. 

Food Effvctn: The rate and rxtent of Urn 
were greolm under fontrrf conditiooiT 
oorapojdtinn of food dccrvnijcd botb (lien 
tacrolimus ebeorptiOA when admlalil«i| 

un leers. 

The effect wnv most pruncmnced wilh 1 Ii 
keal, tffi'^ fati: nwan Ai;c and C^wmis 
77%; respectively; T,«.,^wfi* Icnetheied^N 
hydralr mrpl (668 kenl, corbohyifntiti 
AUC nnd mean C^^^yy and ^%,nqi 
In hR9Uhv volunteers (N = IR), tbstfutf 
ufR;rted tacmlimns bloavrtitnbiKty. Wlifi^ 
fhtlow{ng ihr mosl. tneiin C^»,^ wss ralosyi 
AUC \vtu reduced 39%, r^latiTe fas lb £ 
When nrlministered hours fblb^i 
C«„ wn« reduced a3», and menr AUCo 
relativs to the fnxtrd condition. 
In 11 liver trtlnisplnnt pfltlenta, ?mpi% 

Winutn.'j nflci o illgll flit ^4.00 tCCOl, M 

9vHed in decreased AUC 127 X IdWa 
as compnrpd tu a fasted stale, 
j prstrihution 

TUB pinama protein binding oft 

m% and Is indrpendent of concen[n_ 
5-50 njp^mL TVicrolimur: i^ boynd maiD^t| 
pha-l-acid elycoprotoln. nnd has a 
with erythrocytes. The dlstrlbuliOB « 
whole blood and plnsma depends ma 
hematocrit, tempsratura nt the 
dnifl^eontftntrotion. and plasma p _ 
US. Mody, the ratio nf whole Wood et_ 
eonemtralion ovrrpged 33 (rmiRo l{eii 
MetaboHwm i 
Tacrolimus {» nxTflnaively motnbottadi 
lion oxidase system, primarily ths ^ 
(CVT3A1. A mntnbolie pothwoy Iced^i 
posflihio metabolites has been prspa ' 
hydrnx^'lRdon wrn» identl/ii'tl as tlw 
biiltrnnsfttmialiun in mttv. TKr i 
In inrubntions with human liver 
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From the AIDSinfo Drugs Databa se 

Technical View N on-Technical Vig iy y 

nu Generic Name: 

Sirolimus - 

tmmsz « 

EeJatedUses Brand Name: 

A-i r-^ . Rapamune ^ 
Adverse EffprfQ 

r% * ... X- Name: 
CentlM!dieat!fi[!523,27-^ 

Further Reartinr. 9;10'12.13.14.21^.23,24.25,26,27,32.33.S 

*^yi':°T^-(3-(4-liyclroxy-3-rT)ethoxycyclohexyl).l-m 

Trials 6,8,12,14,20,26-hexamethyl-, (3S-(3R*(S* 

(1 R*,3S*,4S*)),6S* 7E.9SM OSM 2SM4RM 5E.1 7E, 

Nevi^ug cAS Number: 

Search a 
— 53123-88-9- 

Therap utic Classification: 
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Immunosuppressant - 



Physical Description: 

Sirolimus occurs as a white to off-white powder. ^ 
Solubility: 

Sirolimus is freely soluble in benzyl alcohol, chlorofo 
substantially Insoluble in water. ~ 

Molecular Formula: 
C51.H79-N-013^ 

Molecular Weight: 
914.17- 

Melting Point: 
183-185 

Elemental Composition: 

C 67.01%. H 8.71 %, N 1.53%, O 22.75%^- 

Manufacturers: 

Sirolimus 

Wyeth - Ayerst Pharmaceuticals, PO Box 8299, F 
(800) 934-5556 

Rapamune 

Wyeth - Ayerst Pharmaceuticals, PO Box 8299, F 
(800) 934-5556 

Other Name(s): 
AY 22989 ^ 
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